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Lipidized Peptides: Studies of Fatty 

Acid-Desmopressin Conjugates 
AUTHOR (S) : A \. Wang, Jeff; Wu, Daphne; Shen, Wei-Chiang 
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AB Purpose. To synthesize a series of reversible fatty acid-desmopressin 

(DDAVP) conjugates and to study their structure-activity relationship as 
anti-diuretic drugs. Methods. Seven fatty acid conjugates of DDAVP were 
prepd. using various reversible lipidization reagents as described in our 
previous reports. All products were purified by acid pptn. and/or 
size-exclusion chromatog. Reversed-phase HPLC was used to evaluate their 
purity and lipophilicity . The anti-diuretic efficacy of these fatty acid 
conjugates was assessed in vasopressin-def icient Brattleboro rats. Four 
selected conjugates, i.e., DPA, DPH, DPD and DPP (acetic, hexanoic, 
decanoic, and palmitic acid conjugate, resp.), along with DDAVP itself 
were used in Caco-2 cell uptake studies and their degrdn. and the 
regeneration of active DDAVP were investigated using an in vitro liver 
slice metabolic system coupled with a HPLC assay. Results. All fatty 
acid-DDAVP conjugates were more lipophilic than DDAVP as examd. by HPLC 
analyses. When cysteine was used as the linker, the capacity index (k', a 
measure of lipophilicity) of the conjugates was linearly correlated with 
the no. of carbons in the fatty acid chain. The anti-diuretic activity of 
the conjugates was correlated with the length of the fatty acid chain, 
with C10 as the minimal requirement for possessing the enhanced 
anti-diuretic activity. Among the seven fatty acid conjugates, palmitic 
acid conjugate was the most potent DDAVP deriv. Removal of carboxyl group 
from the cysteine linker completely abolished the enhancement of the 
activity. The extent of cellular uptake also pos . 

correlated with the lipophilicity of the conjugates. The metab. of DDAVP, 
DPH, DPD, and DPP by liver slices all followed first order kinetics with 
half-life of 0.30, 0.01, 0.06 and 3.44 h, resp. The degrdn. rates of DPH 
and DPD in the liver slice incubation were much faster than that of DDAVP 
and therefore an accumulation of regenerated DDAVP in the media was obsd. 
In contrast, DPP was metabolized much slower than DDAVP and, consequently, 
no significant accumulation of regenerated DDAVP could be detected. 
Conclusion. Conjugation of DDAVP with fatty acids increased the 
lipophilicity and the anti-diuretic activity of this peptide 
drug. The anti-diuretic activity of lipidized DDAVP was dependent on the 
chain length of the fatty acid, as well as the structure of the linker in 
the conjugate. The preservation and enhancement of the in vivo 
anti-diuretic activity of the conjugates is most likely due to a 
combination of an improved pharmacokinetic behavior and a concurrent 
regeneration of active DDAVP in tissues. 
CC 63 (Pharmaceuticals) 
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TZ, 


UA, 


UG, 


US, 


UZ, 


VN, 


YU, 


ZA, 


ZW, 


AM, 




AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM 


















RW: 


GH, 


GM, 


KE, 


LS, 


MW, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZW, 


AT, 


BE, 


CH, 


CY, 


DE, 




DK, 


ES, 


FI, 


FR, 


GB, 


GR, 


IE, 


IT, 


LU, 


MC, 


NL, 


PT, 


SE, 


BF, 


BJ, 


CF, 




CG, 


CI, 


CM, 


GA, 


GN, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG 










2001004311 


Al 


20010118 




WO 2000-US4414 


20000222 






W: 


AE, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BY, 


CA, 


CH, 


CN, 


CR, 


CU, 




CZ, 


DE, 


DK, 


DM, 


EE, 


ES, 


FI, 


GB, 


GD, 


GE, 


GH, 


GM, 


HR, 


HU, 


ID, 


IL, 




IN, 


IS, 


JP, 


KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 


LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


MA, 




MD,. 


MG, 


MK, 


MN, 


MW, 


MX, 


NO, 


NZ, 


PL, 


PT, 


RO, 


RU, 


SD, 


SE, 


SG, 


SI, 




SK, 


SL, 


TJ, 


TM, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US, 


UZ, 


VN, 


YU, 


ZA, 


ZW, 


AM, 




AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM 


















RW; 


GH, 


GM, 


KE, 


LS, 


MW, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZW, 


AT, 


BE, 


CH, 


CY, 


DE, 




DK, 


ES, 


FI, 


FR, 


GB, 


GR, 


IE, 


IT, 


LU, 


MC, 


NL, 


PT, 


SE, 


BF, 


BJ, 


CF, 




CG, 


CI, 


CM, 


GA, 


GN, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG 










20000568! 


39 


A2 


20000928 




WO 2000-US5601 


20000301 






20000568E 


39 


A3 


20010426 






















W: 


AE, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BY, 


CA, 


CH, 


CN, 


CR, 


CU, 




CZ, 


DE, 


DK, 


DM, 


EE, 


ES, 


FI, 


GB, 


GD, 


GE, 


GH, 


GM, 


HR, 


HU, 


ID, 


IL, 




IN, 


IS, 


JP, 


KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 


LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


MA, 




MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


NO, 


NZ, 


PL, 


PT, 


RO, 


RU, 


SD, 


SE, 


SG, 


SI, 




SK, 


SL, 


TJ, 


TM, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US, 


UZ, 


VN, 


YU, 


ZA, 


ZW, 


AM, 




AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM 


















RW: 


GH, 


GM, 


KE, 


LS, 


MW, 


SD, 


SL, 


SZ, 


■TZ, 


UG, 


ZW, 


AT, 


BE, 


CH, 


CY, 


DE, 




DK, 


ES, 


FI, 


FR, 


GB, 


GR, 


IE, 


IT, 


LU, 


MC, 


NL, 


PT, 


SE, 


BF, 


BJ, 


CF, 




CG, 


CI, 


CM, 


GA, 


GN, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG 










2000053758 


A2 


20000914 




WO 2000-US5841 


20000302 






2000053758 


A3 


20010208 






















W: 


AE, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BY, 


CA, 


CH, 


CN, 


CR, 


CU, 




CZ, 


DE, 


DK, 


DM, 


EE, 


ES, 


FI, 


GB, 


GD, 


GE, 


GH, 


GM, 


HR, 


HU, 


ID, 


IL, 




IN, 


IS, 


JP, 


KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 


LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


MA, 




MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


NO, 


NZ, 


PL, 


PT, 


RO, 


RU, 


SD, 


SE, 


SG, 


SI, 




SK, 


SL, 


TJ, 


TM, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US, 


UZ, 


VN, 


YU, 


ZA, 


ZW, 


AM, 




AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM 


















RW: 


GH, 


GM, 


KE, 


LS, 


MW, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZW, 


AT, 


BE, 


CH, 


CY, 


DE, 




DK, 


ES, 


FI, 


FR, 


GB, 


GR, 


IE, 


IT, 


LU, 


MC, 


NL, 


PT, 


SE, 


BF, 


BJ, 


CF, 




CG, 


CI, 


CM, 


GA, 


GN, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG 










2001019991 


Al 


20010322 




WO 2000-t 


JS7377 


20000320 






W: 


AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BY, 


CA, 


CH, 


CN, 


CR, 




CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EE, 


ES, 


FI, 


GB, 


GD, 


GE, 


GH, 


GM, 


HR, 


HU, 




ID, 


IL, 


IN, 


IS, 


JP, 


KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 


LK, 


LR, 


LS, 


LT, 


LU, 




LV, 


MA, 


MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


NO, 


NZ, 


PL, 


PT, 


RO, 


RU, 


SD, 


SE, 




SG, 


SI, 


SK, 


SL, 


TJ, 


TM, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US, 


UZ, 


VN, 


YU, 


ZA, 
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zw, 


AM, 


AZ, 


BY, 


KG, 


KZ, 


MD, 




RW: 


GH, 


GM, 


KE, 


LS, 


MW, 


SD, 


SL, 






DK, 


ES, 


FI, 


FR, 


GB, 


GR, 


IE, 






CG, 


CI, 


CM, 


GA, 


GN, 


GW, 


ML, 


WO 


20000734 


54 


Al 


20001207 






W: 


AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 






CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EE, 






ID, 


IL, 


IN, 


IS, 


JP, 


KE, 


KG, 






LV, 


MA, 


MD, 


MG, 


MK, 


MN, 


MW, 






SG, 




SK, 


SL, 


TJ, 


TM, 


TR, 






ZW, 


AM, 


AZ, 


BY, 


KG, 


KZ, 


MD, 




RW: 


GH, 


GM, 


KE, 


LS, 


MW, 


SD, 


SL, 






DK, 


ES, 


FI, 


FR, 


GB, 


GR, 


IE, 






CG, 


CI, 


CM, 


GA, 


GN, 


GW, 


ML, 


EP 


1208195 




A2 


20020529 






R: 


AT, 


BE, 


CH, 


DE, 


DK, 


ES, 


FR, 






IE, 


SI, 


LT, 


LV, 


FI, 


RO, 


MK, 


WO 


2001016319 


A2 


20010308 




WO 


2001016319 


A3 


20011004 






W: 


AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 






CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 






HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, 






LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


MN, 






SD, 


SE, 


SG, 


SI, 


SK, 


SL, 


TJ, 






YU, 


ZA, 


ZW, 


AM, 


AZ, 


BY, 


KG, 




RW: 


GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


SD, 






DE, 


DK, 


ES, 


FI, 


FR, 


GB, 


GR, 






CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GW, 


EP 


1208201 




A2 


20020529 






R: 


AT, 


BE, 


CH, 


DE, 


DK, 


ES, 


FR, 






IE, 


SI, 


LT, 


LV, 


FI, 


RO, 


MK, 


WO 


2001016318 


A2 


20010308 






W: 


AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 






CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 






HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, 






LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


MN, 






SD, 


SE, 


SG, 


SI, 


SK, 


SL, 


TJ, 






YU, 


ZA, 


ZW, 


AM, 


AZ, 


BY, 


KG, 




RW: 


GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


SD, 






DE, 


DK, 


ES, 


FI, 


FR, 


GB, 


GR, 






CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GW, 


EP 


1208202 




A2 


20020529 






R: 


AT, 


BE, 


CH, 


DE, 


DK, 


ES, 


FR, 






IE, 


SI, 


LT, 


LV, 


FI, 


RO, 


MK, 


WO 


20010688 


48 


A2 


20010920 




WO 


20010688 


48 


A3 


20020829 






W: 


AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 






CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 






HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, 






LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


MN, 






SD, 


SE, 


SG, 


SI, 


SK, 


SL, 


TJ, 






YU, 


ZA, 


ZW, 


AM, 


AZ, 


BY, 


KG, 




RW: 


GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


SD, 






DE, 


DK, 


ES, 


FI, 


FR, 


GB, 


GR, 






BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


US 


2002102723 


Al 


20020801 




US 


2002161199 


Al 


20021031 





US 2002102647 Al 20020801 

US 2002110859 Al 20020815 

US 2002132981 Al 20020919 



RU, 


TJ, 


TM 














SZ, 


TZ, 


UG, 


ZW, 


AT, 


BE, 


CH, 


CY, 


DE, 


IT, 


LU, 


MC, 


NL, 


PT, 


SE, 


BF, 


BJ, 


CF, 


MR, 


NE, 


SN, 


TD, 


TG 










WO 2000-US8439 


20000330 






BA, 


BB, 


BG, 


BR, 


BY, 


CA, 


CH, 


CN, 


CR, 


ES, 


FI, 


GB, 


GD, 


GE, 


GH, 


GM, 


HR, 


HU, 


KP, 


KR, 


KZ, 


LC, 


LK, 


LR, 


LS, 


LT, 


LU, 


MX, 


NO, 


NZ, 


PL, 


PT, 


RO, 


RU, 


SD, 


SE, 


TT, 


TZ, 


UA, 


UG, 


US, 


UZ, 


VN, 


YU, 


ZA, 


RU, 


TJ, 


TM 














SZ, 


TZ, 


UG, 


ZW, 


AT, 


BE, 


CH, 


CY, 


DE, 


IT, 


LU, 


MC, 


NL, 


PT, 


SE, 


BF, 


BJ, 


CF, 


MR, 


NE, 


SN, 


TD, 


TG 










EP 2000-936172 


20000522 






GB, 


GR, 


IT, 


LI, 


LU, 


NL, 


SE, 


MC, 


PT, 


CY, 


AL 
















WO 2000-US23522 


20000823 






BA, 


BB, 


BG, 


BR, 


BY, 


BZ, 


CA, 


CH, 


CN, 


EE, 


ES, 


FI, 


GB, 


GD, 


GE, 


GH, 


GM, 


HR, 


KG, 


KP, 


KR, 


KZ, 


LC, 


LK, 


LR, 


LS, 


LT, 


MW, 


MX, 


MZ, 


NO, 


NZ, 


PL, 


PT, 


RO, 


RU, 


TM, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US, 


UZ, 


VN, 


KZ, 


MD, 


RU, 


TJ, 


TM 










SL, 


SZ, 


TZ, 


UG, 


ZW, 


AT, 


BE, 


CH, 


CY, 


IE, 


IT, 


LU, 


MC, 


NL, 


PT, 


SE, 


BF, 


BJ, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG 








EP 2000-959474 


20000823 






GB, 


GR, 


IT, 


LI, 


LU, 


NL, 


SE, 


MC, 


PT, 


CY, 


AL 
















WO 2000-US23328 


20000824 






BA, 


BB, 


BG, 


BR, 


BY, 


BZ, 


CA, 


CH, 


CN, 


EE, 


ES, 


FI, 


GB, 


GD, 


GE, 


GH, 


GM, 


HR, 


KG, 


KP, 


KR, 


KZ, 


LC, 


LK, 


LR, 


LS, 


LT, 


MW, 


MX, 


MZ, 


NO, 


NZ, 


PL, 


PT, 


RO, 


RU, 


TM, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US, 


UZ, 


VN, 


KZ, 


MD, 


RU, 


TJ, 


TM 










SL, 


SZ, 


TZ, 


UG, 


ZW, 


AT, 


BE, 


CH, 


CY, 


IE, 


IT, 


LU, 


MC, 


NL, 


PT, 


SE, 


BF, 


BJ, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG 








EP 2000-964919 


20000824 






GB, 


GR, 


IT, 


LI, 


LU, 


NL, 


SE, 


MC, 


PT, 


CY, 


AL 
















WO 2001-US6520 


20010228 






BA, 


BB, 


BG, 


BR, 


BY, 


BZ, 


CA, 


CH, 


CN, 


EE, 


ES, 


FI, 


GB, 


GD, 


GE, 


GH, 


GM, 


HR, 


KG, 


KP, 


KR, 


KZ, 


LC, 


LK, 


LR, 


LS, 


LT, 


MW, 


MX, 


MZ, 


NO, 


NZ, 


PL, 


PT, 


RO, 


RU, 


TM, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US, 


UZ, 


VN, 


KZ, 


MD, 


RU, 


TJ, 


TM 










SL, 


SZ, 


TZ, 


UG, 


ZW, 


AT, 


BE, 


CH, 


CY, 


IE, 


IT, 


LU, 


MC, 


NL, 


PT, 


SE, 


TR, 


BF, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG 







US 2001-870574 20010530 

US 2001-938418 20010823 

US 2001-944449 20010830 

US 2001-944457 20010830 

US 2001-944396 20010830 



Searched by Susan Hartley 305-4053 



Page 5 



YAEN 09/544,664 



US 


2002142958 


Al 




20021003 


us 


2002142419 


Al 




20021003 


us 


2002156004 


Al 




20021024 


us 


2002165143 


Al 




20021107 


us 


2002115145 


Al 




20020822 


us 


2002127643 


Al 




20020912 


us 


2002132768 


Al 




20020919 


us 


2002142959 


Al 




20021003 


us 


2002168715 


Al 




20021114 


us 


2002173463 


Al 




20021121 


us 


2002198147 


Al 




20021226 


us 


2002090681 


Al 




20020711 


us 


2002192751 


Al 




20021219 


us 


2003008348 


Al 




20030109 


wo 


2002101069 


A2 




20021219 




W : AE , AG , 


AL, 


AM, 


AT, AU, 




CO CR, 


CU, 


CZ, 


DE, DK, 




GM, HR, 


HU, 


ID, 


IL, IN, 




LS, LT, 


LU, 


LV, 


MA, MD, 




PL, PT, 


RO, 


RU, 


SD, SE, 




UA, UG, 


UZ, 


VN, 


YU, ZA, 




RW: GH, GM, 


KE, 


LS, 


MW, MZ, 




CY, DE, 


DK, 


ES, 


FI, FR, 




BF, BJ, 


CF, 


CG, 


CI, CM, 


us 


2003013855 


Al 




20030116 



PRIORITY APPLN, INFO.: 



US 


2001- 


943762 


20010830 


US 


2001- 


944432 


20010830 


us 


2001- 


944413 


20010830 


us 


2001- 


944403 


20010830 


us 


2001- 


944862 


20010831 


us 


2001- 


945587 


20010831 


us 


2001- 


945015 


20010831 


us 


2001- 


944654 


20010831 


us 


2001- 


944896 


20010831 


us 


2001- 


■944944 


20010831 


us 


2001- 


■944907 


20010831 


us 


2001- 


•36342 


20011226 


us 


2001- 


■36041 


20011226 


us 


2001- 


■35855 


20011226 


WO 


2002- 


•US10513 


20020403 



AZ, 


BA, 


BB, 


BG, 


BR, 


BY, 


BZ, 


CA, 


CH, 


CN, 


DM, 


DZ, 


EC, 


EE, 


ES, 


FI, 


GB, 


GD, 


GE, 


GH, 


IS, 


JP, 


KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 


LK, 


LR, 


MG, 


MK, 


MN, 


MW, 


MX, 


MZ, 


NO, 


NZ, 


OM, 


PH, 


SG, 


SI, 


SK, 


SL, 


TJ, 


TM, 


TN, 


TR, 


TT, 


TZ, 


ZM, 


zw, 


AM, 


AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZM, 


ZW, 


AT, 


BE, 


CH, 


GB, 


GR, 


IE, 


IT, 


LU , 


MC, 


NL, 


PT, 


SE, 


TR, 


GA, 


GN, 


GQ, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG 





US 2002-63616 




20020503 


US 


1999- 


■139695P 


P 


19990615 


US 


1999- 


■14507OP 


P 


19990720 


us 


1999- 


■145698P 


P 


19990726 


us 


1999- 


■149396P 


P 


19990817 


wo 


1999- 


■US20111 


W 


19990901 


wo 


1999- 


•US20594 


W 


19990908 


wo 


1999- 


■US21090 


W 


19990915 


wo 


1999- 


-US21547 


W 


19990915 


wo 


1999- 


-US28313 


W 


19991130 


wo 


1999- 


-US28301 


W 


19991201 


wo 


1999- 


-US28565 


W 


19991202 


us 


1999- 


-169495P 


P 


19991207 


wo 


2000- 


-US219 


W 


20000105 


wo 


2000- 


-US4341 


W 


20000218 


wo 


2000- 


-US4342 


W 


20000218 


wo 


2000- 


-US4414 


W 


20000222 


wo 


2000- 


-US5601 


W 


20000301 


wo 


2000- 


-US5841 


W 


20000302 


wo 


2000- 


-US7377 


W 


20000320 


wo 


2000- 


-US8439 


W 


20000330 


us 


1997- 


-67411P 


P 


19971203 


us 


1997- 


-69278P 


P 


19971211 


us 


1997- 


-69334P 


P 


19971211 


us 


1997- 


-69335P 


P 


19971211 


us 


1997- 


-69425P 


P 


19971212 


us 


1997- 


-69694P 


P 


19971216 


us 


1997- 


-69696P 


P 


19971216 


us 


1997- 


-69702P 


P 


19971216 


us 


1997- 


-69870P 


P 


19971217 


us 


1997' 


-69873P 


P 


19971217 


us 


1997' 


-68017P 


P 


19971218 


us 


1998- 


-70440P 


P 


19980105 


us 


1998- 


-74086P 


P 


19980209 


us 


1998 


-74092P 


P 


19980209 


us 


1998 


-75945P 


P 


19980225 
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US 


1998- 


81071P 


P 


19980408 


us 


1998- 


85579P 


P 


19980515 


us 


1998- 


85697P 


P 


19980515 


us 


1998- 


97022P 


P 


19980818 


us 


1998- 


98716P 


P 


19980901 


us 


1998- 


98749P 


P 


19980901 


us 


1998- 


98750P 


P 


19980901 


us 


1998- 


98803P 


P 


19980902 


us 


1998- 


98821P 


P 


19980902 


us 


1998- 


98843P 


P 


19980902 


us 


1998- 


■99536P 


P 


19980909 


us 


1998- 


■99596P 


P 


19980909 


us 


1998- 


■99598P 


P 


19980909 


us 


1998- 


■99602P 


P 


19980909 


us 


1998- 


■99642P 


P 


19980909 


us 


1998- 


■99741P 


P 


19980910 


us 


1998- 


■99754P 


P 


19980910 


us 


1998- 


■99763P 


P 


19980910 


us 


1998- 


-99792P 


P 


19980910 


us 


1998- 


•99803P 


P 


19980910 


us 


1998- 


■99808P 


P 


19980910 


us 


1998- 


■99812P 


P 


19980910 


us 


1998- 


-99815P 


P 


19980910 


us 


1998- 


-99816P 


P 


19980910 


wo 


1998- 


-US18824 


W 


19980910 


us 


1998- 


-100385P 


P 


19980915 


wo 


1998- 


-US19330 


w 


19980916 


us 


1998- 


-10O858P 


P 


19980917 


wo 


1998- 


-US19437 


w 


19980917 


us 


1998- 


-101922P 


p 


19980924 


us 


1998- 


-103679P 


p 


19981008 


wo 


1998- 


-US25108 


w 


19981201 


us 


1998- 


-112514P 


p 


19981215 


us 


1998- 


-112850P 


p 


19981216 


us 


1998- 


-216021 


Bl 


19981216 


us 


1998- 


-113296P 


P 


19981222 


us 


1998- 


-113300P 


P 


19981222 


us 


1998- 


-218517 


Bl 


19981222 


us 


1998- 


-113430P 


P 


19981223 


us 


1998- 


-113605P 


P 


19981223 


us 


1998- 


-113621P 


P 


19981223 


us 


1998- 


-114140P 


P 


19981223 


KR 


1998- 


-62142 


A 


19981230 


us 


1999- 


-115552P 


P 


19990112 


us 


1999- 


-115554P 


P 


19990112 


us 


1999- 


-116843P 


P 


19990122 


us 


1999- 


-254311 


Al 


19990303 


wo 


1999- 


-US5028 


W 


19990308 


us 


1999- 


-123618P 


P 


19990310 


us 


1999- 


-123957P 


P 


19990312 


us 


1999- 


-125774P 


P 


19990323 


us 


1999- 


-125775P 


P 


19990323 


us 


1999- 


-125778P 


P 


19990323 


us 


1999- 


-125826P 


P 


19990324 


us 


1999'- 


-126773P 


P 


19990329 


us 


1999- 


-127035P 


P 


19990331 


us 


1999- 


-127706P 


P 


19990405 


us 


1999- 


-128849P 


P 


19990412 


us 


1999- 


-129122P 


P 


19990413 


wo 


1999' 


-US8615 


W 


19990420 
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US 


1999- 


130232P 


P 


19990421 


us 


1999- 


130359P 


P 


19990421 


us 


1999- 


131270P 


P 


19990427 


us 


1999- 


131272P 


P 


19990427 


us 


1999- 


131291P 


P 


19990427 


us 


1999- 


131445P 


P 


19990428 


us 


1999- 


132371P 


P 


19990504 


us 


1999- 


132379P 


P 


19990504 


us 


1999- 


132383P 


P 


19990504 


us 


1999- 


134287P 


P 


19990514 


us 


1999- 


311832 


Al 


19990514 


wo 


1999- 


■US10733 


W 


19990514 


us 


1999- 


■135750P 


P 


19990525 


wo 


1999- 


■US12252 


W 


19990602 


us 


1999- 


-138166P 


P 


19990608 


us 


1999- 


-141037P 


P 


19990623 


us 


1999- 


■143048P 


P 


19990707 


us 


1999- 


-144758P 


P 


19990720 


us 


1999- 


-144791P 


P 


19990720 


us 


1999- 


-146222P 


P 


19990728 


us 


1999- 


-146970P 


P 


19990803 


us 


1999- 


-380137 


Al 


19990825 


us 


1999- 


■380138 


Bl 


19990825 


us 


1999- 


-380139 


Bl 


19990825 


us 


1999- 


-380142 


Bl 


19990825 


us 


1999- 


-151733P 


P 


19990831 


wo 


1999- 


-US201 


W 


19990901 


wo 


1999- 


-US20944 


W 


19990913 


us 


1999- 


-397342 


Al 


19990915 


wo 


1999- 


-US210 


W 


19990915 


wo 


1999- 


-US23089 


W 


19991005 


us 


1999- 


-158663P 


P 


19991008 


us 


1999- 


-403297 


Bl 


19991018 


us 


1999- 


-162506P 


P 


19991029 


us 


1999- 


-423844 


Bl 


19991112 


wo 


1999- 


-US28214 


A 


19991129 


wo 


1999- 


-US28409 


W 


19991130 


wo 


1999- 


-US28551 


W 


19991202 


wo 


1999- 


-US28564 


W 


19991202 


us 


1999- 


-170262P 


P 


19991209 


wo 


1999- 


-US30095 


W 


19991216 


wo 


1999- 


-US30911 


A 


19991220 


wo 


1999- 


-US30999 


A 


19991220 


wo 


1999- 


-US30720 


W 


19991222 


wo 


1999- 


-US31243 


W 


19991230 


wo 


1999- 


-US31274 


W 


19991230 


wo 


2000' 


-US277 


W 


20000106 


wo 


2000- 


-US376 


W 


20000106 


us 


2000' 


-175481P 


P 


20000111 


wo 


2000 


-US3565 


A 


20000211 


wo 


2000 


-US4914 


A 


20000224 


us 


2000 


-187202P 


P 


20000303 


us 


2000 


-186968P 


P 


20000306 


us 


2000 


-189320P 


P 


20000314 


us 


2000 


-189328P 


P 


20000314 


wo 


2000 


-US6884 


W 


20000315 


us 


2000 


-190828P 


P 


20000321 


us 


2000 


-191007P 


P 


20000321 


us 


2000 


-191048P 


P 


20000321 


us 


2000 


-191314P 


P 


20000321 
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WO 


2000- 


US7532 


W 


20000321 


us 


2000- 


192655P 


P 


20000328 


us 


2000- 


193032P 


P 


20000329 


us 


2000- 


193053P 


P 


20000329 


us 


2000- 


■194449P 


P 


20000404 


us 


2000- 


■194647P 


P 


20000404 


us 


2000- 


■195975P 


P 


20000411 


us 


2000- 


•196000P 


P 


20000411 


us 


2000- 


■196187P 


P 


20000411 


us 


2000- 


■196690P 


P 


20000411 


us 


2000- 


■196820P 


P 


20000411 


us 


2000- 


•198121P 


P 


20000418 


us 


2000- 


-198585P 


P 


20000418 


us 


2000- 


-199397P 


P 


20000425 


us 


2000- 


-199550P 


P 


20000425 


us 


2000- 


-199654P 


P 


20000425 


us 


2000- 


-201516P 


P 


20000503 


wo 


2000- 


-US13705 


W 


20000517 


wo 


2000- 


-US14042 


W 


20000522 


wo 


2000- 


-US14941 


W 


20000530 


wo 


2000- 


-US15264 


W 


20000602 


us 


2000- 


-209832P 


P 


20000605 


wo 


2000- 


-US20710 


w 


20000728 


us 


2000- 


-644848 


Al 


20000822 


wo 


2000- 


-US23522 


W 


20000823 


wo 


2000- 


-US23328 


W 


20000824 


us 


2000- 


-664610 


Bl 


20000918 


us 


2000- 


-665350 


Al 


20000918 


us 


2000- 


-709238 


Al 


20001108 


wo 


2000- 


-US30873 


W 


20001110 


wo 


2000- 


-US32678 


Al 


20001201 


us 


2000- 


-747259 


Al 


20001220 


wo 


2000- 


-US34956 


W 


20001220 


wo 


2001- 


-US6520 


Al 


20010228 


us 


2001- 


-816744 


Al 


20010322 


us 


2001- 


-854208 


Al 


20010510 


us 


2001- 


-854280 


Al 


20010510 


us 


2001- 


-866028 


Al 


20010525 


us 


2001- 


-870574 


Al 


20010530 


wo 


2001- 


-US178O0 


Al 


20010601 


us 


2001- 


-874503 


Al 


20010605 


us 


2001' 


-880457 


A 


20010612 


wo 


2001' 


-US19692 


Al 


20010620 


wo 


2001 


-US21066 


Al 


20010629 


wo 


2001 


-US21735 


Al 


20010709 


us 


2001 


-931836 


Al 


20010816 



AB The present invention is directed to novel polypeptides and to 
nucleic acid mols. encoding those polypeptides. Also provided 
herein are vectors and host cells comprising those nucleic acid sequences, 
chimeric polypeptide. mols . comprising the polypeptides 
of the present invention fused to heterologous polypeptide 
sequences, antibodies which bind to the polypeptides of the 
present invention and to methods for producing the polypeptides 
of the present invention. Biol, activities are assigned to a no. of the 
gene products. 

IT 127464-60-2, Vascular endothelial growth factor 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 

(proteins inhibiting; secreted and transmembrane proteins of human 
identified by gene discovery and cloning of cDNAs encoding them) 

RN 127464-60-2 HCAPLUS 



Searched by Susan Hanley 305-4053 



Page 9 



YAEN 09/544,664 



CN Vascular endothelial growth factor (9CI) (CA INDEX NAME) 

+** STRUCTURE DIAGRAM IS NOT AVAILABLE *** 
IT 50-99-7, D-Glucose, biological studies 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 

(transport, protein stimulating; secreted and transmembrane proteins of 
human identified by gene discovery and cloning of cDNAs encoding them) 
RN 50-99-7 HCAPLUS 

CN D-Glucose (8CI, 9CI) (CA INDEX NAME) 
Absolute stereochemistry. 

OH OH 

HO^^^*^ ' * " CHO 
OH OH 

IC ICM C07K014-00 

CC 3-2 (Biochemical Genetics) 

Section cross-reference ( s) : 6, 13 
ST secreted transmembrane protein human gene discovery cDNA cloning sequence 
IT Cell proliferation 

(T cell, protein stimulating; secreted and transmembrane proteins of 
human identified by gene discovery and cloning of cDNAs encoding them) 
IT Recombination, genetic 

(amplification, in tumors; secreted and transmembrane proteins of human 
identified by gene discovery and cloning of cDNAs encoding them) 
IT Proteins, specific or class 

RL: BOC (Biological occurrence); BSU (Biological study, unclassified); PRP 
(Properties); BIOL (Biological study); OCCU (Occurrence) 

(apoptosis-regulating; secreted and transmembrane proteins of human 
identified by gene discovery and cloning of cDNAs encoding them) 
IT Gene, animal 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 

(c-fos, proteins inducing expression of; secreted and transmembrane 
proteins of human identified by gene discovery and cloning of cDNAs 
encoding them) 
IT Gene, animal 

RL: BSU (Biological study, unclassified); PRP (Properties); BIOL 
(Biological study) 

( cDNA, for secreted and transmembrane proteins of human; secreted and 
transmembrane proteins of human identified by gene discovery and 
cloning of cDNAs encoding them) 

IT Cell adhesion molecules 

RL: BSU (Biological study, unclassified); PRP (Properties); BIOL 
(Biological study) 

(cloning of cDNA for; secreted and transmembrane proteins of human 
identified by gene discovery and cloning of cDNAs encoding them) 

IT Intestine, neoplasm 

(colon, genes amplified in; secreted and transmembrane proteins of 
human identified by gene discovery and cloning of cDNAs encoding them) 

IT Pancreas 

(duct, protein stimulating cell proliferation in; secreted and 
transmembrane proteins of human identified by gene discovery and 
cloning of cDNAs encoding them) 
IT Blood vessel 
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(endothelium, proteins inhibiting proliferation of; secreted and 
transmembrane proteins of human identified by gene discovery and 
cloning of cDNAs encoding them} 

IT cDNA sequences 

(for secreted and transmembrane proteins of human; secreted and 
transmembrane proteins of human identified by gene discovery and 
cloning of cDNAs encoding them) 

IT Genetic methods 

(gene discovery; secreted and transmembrane proteins of human 
identified by gene discovery and cloning of cDNAs encoding them) 

IT Lung, neoplasm 

{genes amplified in; secreted and transmembrane proteins of human 
identified by gene discovery and cloning of cDNAs encoding them) 

IT Biological transport 

(glucose, protein stimulating; secreted and transmembrane proteins of 
human identified by gene discovery and cloning of cDNAs encoding them) 

IT Heart, disease 

(hypertrophy, protein stimulating; secreted and transmembrane proteins 
of human identified by gene discovery and cloning of cDNAs encoding 
them) 

IT Kidney 

(mesangium, protein stimulating cell proliferation in; secreted and 
transmembrane proteins of human identified by gene discovery and 
cloning of cDNAs encoding them} 
IT Nerve 

(neuron, retinal, protein stimulating survival of; secreted and 
transmembrane proteins of human identified by gene discovery and 
cloning of cDNAs encoding them) 
IT Protein sequences 

(of secreted and transmembrane proteins of human; secreted and 
transmembrane proteins of human identified by gene discovery and 
cloning of cDNAs encoding them) 

IT Ear 

(organ of Corti, inner hair cell, utricular, protein stimulating 
proliferation of; secreted and transmembrane proteins of human 
identified by gene discovery and cloning of cDNAs encoding them) 

IT Capillary vessel 

(pericyte, protein inducing gene expression in; secreted and 
transmembrane proteins of human identified by gene discovery and 
cloning of cDNAs encoding them) 

IT Biological transport 

(permeation, vascular, proteins affecting; secreted and transmembrane 
proteins of human identified by gene discovery and cloning of cDNAs 
encoding them) 

IT Erythroblast 

(protein inducing Hb synthesis in; secreted and transmembrane proteins 
of human identified by gene discovery and cloning of cDNAs encoding 
them) 
IT Chondrocyte 

(protein inducing differentiation or proliferation of; secreted and 
transmembrane proteins of human identified by gene discovery and 
cloning of cDNAs encoding them) 
IT Fibroblast growth factor receptors 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 

(protein ligand for; secreted and transmembrane proteins of human 
identified by gene discovery and cloning of cDNAs encoding them) 
IT Cytokines 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 

(protein stimulating release of; secreted and transmembrane proteins of 
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human identified by gene discovery and cloning of cDNAs encoding them) 
IT Cell proliferation 

(proteins stimulating cell or tissue-specific; secreted and 
transmembrane proteins of human identified by gene discovery and 
cloning of cDNAs encoding them) 
IT Fatty acids, biological studies 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 

(proteins stimulating cellular uptake of; secreted 

and transmembrane proteins of human identified by gene discovery and 
cloning of cDNAs encoding them) 
IT Neoplasm 

(proteins suppressing proliferation of; secreted and transmembrane 
proteins of human identified by gene discovery and cloning of cDNAs 
encoding them) 

IT Eye 

(retina, protein stimulating survival of neurons in; secreted and 
transmembrane proteins of human identified by gene discovery and 
cloning of cDNAs encoding them) 

IT Eye 

(rod, protein stimulating survival of; secreted and transmembrane 
proteins of human identified by gene discovery and cloning of cDNAs 
encoding them) 
IT Proteins, specific or class 

RL: BSU (Biological study, unclassified); PRP (Properties); BIOL 
(Biological study) 

(secretory; secreted and transmembrane proteins of human identified by 
gene discovery and cloning of cDNAs encoding them) 
IT Proteins, specific or class 

RL: BSU (Biological study, unclassified) ; PRP (Properties) ; BIOL 
(Biological study) 

(transmembrane; secreted and transmembrane proteins of human identified 
by gene discovery and cloning of cDNAs encoding them) 
IT Fibroblast growth factor receptors 

RL: BSU (Biological study, unclassified) ; BIOL (Biological study) 

(type 4, protein ligand for; secreted and transmembrane proteins of 
human identified by gene discovery and cloning of cDNAs encoding them) 
IT Blood vessel 

(vascular leakage, protein stimulating; secreted and transmembrane 
proteins of human identified by gene discovery and cloning of cDNAs 
encoding them) 
IT Pancreatic islet of Langerhans 

(. beta . -cell, proteins affecting differentiation of; secreted and 
transmembrane proteins of human identified by gene discovery and 
cloning of cDNAs encoding them) 
IT 151185-21-6 182078-03-1, Chemokine PANEC-2 (human pancreas) 

185260-79-1, Protein PR0183 (human clone DNA28498) 197982-35-7 
200515-38-4 202220-47-1 204081-38-9, Growth factor XAG-3 (human 
precursor} 208472-38-2 208668-55-7 208947-13-1 210044-19-2 
210044-20-5, Glycoprotein p56-2 (human clone 2607571) 210479-05-3 
220198-27-6 221337-72-0 221337-87-7 221337-92-4 221337-99-1 
221369-74-0 221649-74-7 221890-47-7 222538-58-1, Protein z219a 
(human precursor) 229620-14-8, Lungkine (Mus musculus lung) 
243123-56-0 260342-60-7 297277-25-9, Protein PR04356 (human clone 
DNA86576-2595) 302874-51-7 307356-17-8, Protein PRO7170 (human clone 
DNA108722-2743) 312334-27-3, Protein PR0185 (human clone DNA28503) 
312334-34-2, Protein PRO9940 (human clone DNA92282) 314326-32-4 
314326-43-7 314326-45-9 314326-52-8 314326-55-1 314326-57-3, 
Protein PRO6004 (human clone DNA92259) 314326-59-5 
RL: BSU (Biological study, unclassified); PRP (Properties); BIOL 
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IT 



IT 



IT 



IT 



(Biological study) 

(amino acid sequence; secreted and transmembrane proteins of human 
identified by gene discovery and cloning of cDNAs encoding them) 



150472- 
221890- 
261931- 
314326' 
314326- 



54-1 

■46-6 
■24-2 
■33-5 
■38-0 



314326-44- 
314326-50- 
314326-58- 



181505-79-3 
226217-80-7 
297774-75-5 
314326-34-6 
314326-39-1 
314326-46-0 
314326-51-7 
314326-60-8 



221337- 
226934- 
312334- 
314326- 
314326- 
314326- 
314326- 



■88-8 
■86-7 
■25-1 
■35-7 
■40-4 
-47-1 
■53-9 



221337-91-3 
226934-89-0 
312334-33-1 
314326-36-8 
314326-41-5 
314326-48-2 
314326-54-0 



221649-72- 
260342-37-8 
312334-36-4 
314326-37-9 
314326-42-6 
314326-49-3 
314326-56-2 



RL: BSU {Biological study, unclassified); PRP (Properties); BIOL 

(Biological study) 

(nucleotide sequence; secreted and transmembrane proteins of human 
identified by gene discovery and cloning of cDNAs encoding them) 

127464-60-2, Vascular endothelial growth factor 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 

(proteins inhibiting; secreted and transmembrane proteins of human 
identified by gene discovery and cloning of cDNAs encoding them) 

50-99-7, D-Glucose, biological studies 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 

(transport, protein stimulating; secreted and transmembrane proteins of 
human identified by gene discovery and cloning of cDNAs encoding them) 



252199- 


-55- 


■6 


252199- 


-57- 


■8 


261893- 


54- 


■3 


261893- 


55- 


4 


261893- 


56- 


5 


261893- 


-57- 


•6 


261893' 


-58- 


7 


261893- 


59- 


■8 


261893- 


72- 


5 


261893- 


73- 


■6 


261893- 


-74- 


-7 


261893' 


-77- 


■0 


261893- 


78- 


■1 


261893- 


79- 


2 


261893- 


80- 


■5 


261893- 


-81- 


-6 


261893' 


-82- 


■7 


261893- 


■83- 


■8 


261893- 


84- 


9 


261893- 


85- 


■0 


261894- 


-07- 


-9 


261894' 


-08- 


■0 


261894- 


■09- 


1 


273910- 


38- 


6 


273910- 


39- 


■7 


273910- 


-40- 


-0 


273910' 


-41- 


■1 


273910- 


■42- 


2 


273910- 


43- 


3 


273952- 


61- 


■7 


274269- 


-86- 


-2 


274269' 


-87- 


■3 


274269- 


■94- 


2 


274269- 


95- 


3 


274269- 


96- 


■4 


274269- 


-97- 


-5 


312777- 


-11- 


■0 


312777- 


■12- 


■1 


312777- 


13- 


2 


312777- 


■14- 


■3 


312777' 


-15- 


-4 


312777- 


-16- 


-5 


312777- 


■17- 


■6 


'312777- 


18- 


7 


312777- 


■19- 


■8 


314326' 


-70- 


-o, 


5: PN: 1 


WO0077037 PAGE: 


103 


unclaimed 


[ DNA 


314326- 


■71- 


■1, 


PN: WO0077037 


PAGE: 


103 


unclaimed DNA 




314326-72 


-2, 


7 


: PN: WO0077037 


PAGE : 


103 


unclaimed 


DNA 




314326-73 


1-3 




314326-74 


-4 




314326-75 


.-5 




314326- 


-76- 


-6 


314326 


-77- 


-7 


314326- 


■78- 


■8 


314326- 


79- 


9 


314326- 


■80- 


2 


314326- 


-81- 


-3 


314326 


-82- 


-4 


314326- 


■83- 


■5 


314326- 


84- 


6 


314326- 


■85- 


■7 


314326 


-86- 


-8 


314326 


-87- 


-9 


314326- 


■88- 


■0 


314326- 


89- 


■1 


314326- 


■90- 


■4 


314326 


-91- 


-5 


314326 


-92- 


■6 


314326- 


■93- 


-7 


314326- 


■94- 


■8 


314326- 


■95- 


■9 


314326 


-96- 


-0 


314326 


-97- 


-1 


314326- 


■98- 


■2 


314326- 


■99- 


■3 


314327- 


-00- 


■9 



314327-01-0 

RL: PRP (Properties) 

(unclaimed nucleotide sequence; secreted and transmembrane proteins of 
human identified by gene discovery and cloning of cDNAs encoding them) 
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WO 2000059526 Al 20001012 WO 2000-US9352 20000406 

W: CA, JP 

RW: AT, BE, CH, CY, DE, DK, ES , FI, FR, GB, GR, IE, IT, LU, MC, NL, 
PT, SE 

EP 1210098 Al 20020605 EP 2000-923177 20000406 

R: AT, BE, CH, DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 
IE, FI, CY ftfcK/, bo/ 

PRIORITY APPLN. INFO. : US 1999- 128202 P P _ 19990407 

WO 2000-US9352 W "~ 20000406 
OTHER SOURCE(S): MAR PAT 133:276332 

AB The described invention claims peptides conjugated to lipophilic 
moieties to enhance cellular uptake. The 

peptide conjugates are useful in the modulation of apoptosis. 
N-decyl-COHN-KNLWAAQRYGRELRRMSDEFEGSFKGL caused apoptosis of 
Bcl-2-transfected HL-60 cells. 
IT 50812-37-8D, Glutathione S-transferase, fusion proteins with 
Bcl-2, peptides binding to 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 

(enhancement of peptide cellular uptake 
using peptide conjugates with lipophilic compds . ) 
RN 50812-37-8 HCAPLUS 

CN Transferase, glutathione S- (9CI) (CA INDEX NAME) 
*** STRUCTURE DIAGRAM IS NOT AVAILABLE 

IT 2321-07-5DP, Fluorescein, conjugates with peptide 

RL: BPR (Biological process); BSU (Biological study, unclassified); PRP 
(Properties); SPN (Synthetic preparation); BIOL (Biological study); PREP 
(Preparation); PROC (Process) 

(enhancement of peptide cellular uptake 
using peptide conjugates with lipophilic compds . ) 
RN 2321-07-5 HCAPLUS 

CN Spiro[isobenzofuran-l (3H) , 9*- [ 9H] xanthen] -3-one , 3 * , 6 ' -dihydroxy- (9CI) 
(CA INDEX NAME) 



HO. ,,\ 0. / . , OH 

\ 1 t; ii 



O 

IT 2082-76-0, Decanoic anhydride 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 
(enhancement of peptide cellular uptake 
using peptide conjugates with lipophilic compds.) 
RN 2082-76-0 HCAPLUS 

CN Decanoic acid, anhydride (9CI) (CA INDEX NAME) 
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I! II 

Me- (CH2) 8 - C-0-C- (CH2)8 _ Me 



IC I CM A61K038-00 
CC 1-6 (Pharmacology) 

Section cross-reference (s ) : 9 
ST peptide cellular uptake lipophilic 

conjugate; apoptosis ciecyl peptide Bcl2 protein binding 
IT Phosphoproteins 

RL: BPR {Biological process) ; BSU (Biological study, unclassified) ; PRP 
(Properties); BIOL (Biological study); PROC (Process) 

(Bad (Bcl-2 protein-assocd. death promoter) , peptide of BH3 
domain of, Bcl-2 binding by; enhancement of peptide 
cellular uptake using peptide conjugates 
with lipophilic compds . ) 
IT Proteins, specific or class 

RL; BPR (Biological process); BSU (Biological study, unclassified); PRP 
(Properties); BIOL (Biological study); PROC (Process) 

(Bak, peptide of BH3 domain of, Bcl-2 binding by; enhancement 
of peptide cellular uptake using 
peptide conjugates with lipophilic compds.) 
IT Proteins, specific or class 

RL: BPR (Biological process) ; BSU (Biological study, unclassified) ; PRP 
(Properties); BIOL (Biological study); PROC (Process) 

(Bax, peptide of BH3 domain of, Bcl-2 binding by; enhancement 
of peptide cellular uptake using 
peptide conjugates with lipophilic compds.) 
IT Antitumor agents 

(acute lymphocytic leukemia; enhancement of peptide 
cellular uptake using peptide conjugates 
with lipophilic compds.) 
IT Leukemia 

(acute lymphocytic; enhancement of peptide cellular 
uptake using peptide conjugates with lipophilic 
compds . ) 
IT Leukemia 

(acute nonlymphocytic; enhancement of peptide 
cellular uptake using peptide conjugates 
with lipophilic compds.) 
IT Proteins, specific or class 

RL: BAC (Biological activity or effector, except adverse) ; BPR (Biological 
process); BSU (Biological study, unclassified); BIOL (Biological study) ; 
PROC (Process) 

(bcl-2, peptide inhibiting or binding; enhancement of 
peptide cellular uptake using 
peptide conjugates with lipophilic compds.) 
IT Antitumor agents 

(chronic lymphocytic leukemia; enhancement of peptide 
cellular uptake using peptide conjugates 
with lipophilic compds.) 
IT Leukemia 

(chronic lymphocytic; enhancement of peptide cellular 
uptake using peptide conjugates with lipophilic 
compds . ) 
IT Intestine, neoplasm 
Intestine, neoplasm 

(colorectal, inhibitors; enhancement of peptide 
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cellular uptake using peptide conjugates 
with lipophilic compds . ) 
IT Antitumor agents 

Intestine, neoplasm 

(colorectal; enhancement of peptide cellular 
uptake using peptide conjugates with lipophilic 
compds . ) 

IT Peptides, biological studies 

RL: BAC (Biological activity or effector, except adverse) ; BPR (Biological 
process); BSU (Biological study, unclassified); THU (Therapeutic use) ; 
BIOL (Biological study); PROC (Process); USES (Uses) 

(conjugates, with lipophilic compds.; enhancement of peptide 
cellular uptake using peptide conjugates 
with lipophilic compds.) 
IT Lymphocyte 

(disease, self-reactive, induction of apoptosis in; enhancement of 

peptide cellular uptake using 

peptide conjugates with lipophilic compds.) 
IT Antitumor agents 
Apoptosis 
Cell 

Drug delivery systems 

Lipophilicity 

Melanoma 

Stomach, neoplasm 

(enhancement of peptide cellular uptake 

using peptide conjugates with lipophilic compds.) 
IT Peptides, biological studies 

RL: BAC (Biological activity or effector, except adverse) ; BPR (Biological 
process); BSU (Biological study, unclassified); THU (Therapeutic use); 
BIOL (Biological study); PROC (Process); USES (Uses) 

(enhancement of peptide cellular uptake 

using peptide conjugates with lipophilic compds.) 
IT Kidney, neoplasm 
Kidney, neoplasm 
Stomach, neoplasm * 
Stomach, neoplasm 
Thyroid gland, neoplasm 
Thyroid gland, neoplasm 

(inhibitors; enhancement of peptide cellular 

uptake using peptide conjugates with lipophilic 

compds . ) 
IT Antitumor agents 
Antitumor agents 

(kidney; enhancement of peptide cellular 

uptake using peptide conjugates with lipophilic 

compds . ) 
IT Antitumor agents 

(lung non-small-cell carcinoma; enhancement of peptide 

cellular uptake using peptide conjugates 

with lipophilic compds.) 
IT Antitumor agents 

(melanoma; enhancement of peptide cellular 

uptake using peptide conjugates with lipophilic 

compds . ) 
IT Prostate gland 
Prostate gland 

(neoplasm, inhibitors; enhancement of peptide 

cellular uptake using peptide conjugates 

with lipophilic compds.) 
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IT Prostate gland 

(neoplasm; enhancement of peptide cellular 

uptake using peptide conjugates with lipophilic 

compds . ) 
IT Nerve, neoplasm 
Nerve, neoplasm 

(neuroblastoma, inhibitors; enhancement of peptide 

cellular uptake using peptide conjugates 

with lipophilic compds.) 
IT Antitumor agents 
Nerve, neoplasm 

(neuroblastoma; enhancement of peptide cellular 

uptake using peptide conjugates with lipophilic 

compds . ) 
IT Lung, neoplasm 
Lung, neoplasm 

(non-small-cell carcinoma, inhibitors; enhancement of peptide 

cellular uptake using peptide conjugates 

with lipophilic compds.) 
IT Lung, neoplasm 

(non-small-cell carcinoma; enhancement of peptide 

cellular uptake using peptide conjugates 

with lipophilic compds.) 
IT Fusion proteins (chimeric proteins) 

RL: BPR (Biological process) ; BSU (Biological study, unclassified) ; BIOL 
(Biological study); PROC (Process) 

(of GST and Bcl-2, peptides binding to; enhancement of 

peptide cellular uptake using 

peptide conjugates with lipophilic compds.) 
IT Antitumor agents 

(prostate gland; enhancement of peptide cellular 

uptake using peptide conjugates with lipophilic 

compds . ) 
IT Antitumor agents 
Antitumor agents 

(stomach; enhancement of peptide cellular 

uptake using peptide conjugates with lipophilic 

compds . ) 
IT Antitumor agents 
Antitumor agents 

(thyroid; enhancement of peptide cellular 

uptake using peptide conjugates with lipophilic 

compds . ) 
IT Biological transport 

(uptake; enhancement of peptide cellular 

uptake using peptide conjugates with lipophilic 

compds . ) 
IT Infection 

(viral, apoptosis in cells with; enhancement of peptide 

cellular uptake using peptide conjugates 

with lipophilic compds.) 
IT Amino acids, properties 
RL: PRP (Properties) 

(D-, peptide contg.; enhancement of peptide 

cellular uptake using peptide conjugates 

with lipophilic compds.) 
IT 300349-95-5 

RL: BPR (Biological process) ; BSU (Biological study, unclassified) ; PRP 
(Properties); BIOL (Biological study); PROC (Process) 

(as mutant of BakBH3 peptide, Bcl-2 binding by; enhancement 
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of peptide cellular uptake using 
peptide conjugates with lipophilic compds . ) 
IT 300349-99-9DP, biotinylated 

RL: BPR (Biological process); BSU {Biological study, unclassified); PRP 
(Properties); SPN (Synthetic preparation); BIOL (Biological study); PREP 
(Preparation); PROC (Process) 

(cellular uptake of; enhancement of peptide 
cellular uptake using peptide conjugates 
with lipophilic compds.) 
IT 300349-92-2DP, conjugates with lipophilic compds., analogs 300349-96-6P 
300349-97-7P 

RL: BAC (Biological activity or effector, except adverse) ; BPR (Biological 
process); BSU (Biological study, unclassified); PRP (Properties); SPN 
(Synthetic preparation) ; THU (Therapeutic use) ; BIOL (Biological study) ; 
PREP (Preparation); PROC (Process); USES (Uses) 
(enhancement of peptide cellular uptake 
using peptide conjugates with lipophilic compds.) 
IT 300349-39-7D, conjugates with lipophilic compds., analogs 30034 9-40-OD, 
conjugates with lipophilic compds., analogs 30034 9-4 1-1D, conjugates 
with lipophilic compds., analogs 30034 9-42-2D, conjugates with 
lipophilic compds., analogs 30034 9-4 3-3D, conjugates with lipophilic 
compds., analogs 30034 9-4 4-4D, conjugates with lipophilic compds., 
analogs 30034 9-4 5-5D, conjugates with lipophilic compds., analogs 
30034 9-4 6-6D, conjugates with lipophilic compds., analogs 30034 9-47-7D, 
conjugates with lipophilic compds., analogs 30034 9-4 8-8D, conjugates 
with lipophilic compds., analogs 30034 9-4 9-9D, conjugates with 
lipophilic compds., analogs 30034 9-50-2D, conjugates with lipophilic 
compds., analogs 30034 9-51-3D, conjugates with lipophilic compds., 
analogs 300349-52-4D, conjugates with lipophilic compds., analogs 
30034 9-53-5D, conjugates with lipophilic compds., analogs 30034 9-54 - 6D, 
conjugates with lipophilic compds., analogs 30034 9-55-7D, conjugates 
with lipophilic compds., analogs 30034 9-56-8 D, conjugates with 
lipophilic compds., analogs 30034 9-57-9D, conjugates with lipophilic 
compds., analogs 30034 9-58-OD, conjugates with lipophilic compds,, 
analogs 30034 9-59-1D, conjugates with lipophilic compds., analogs 
30034 9-60-4D, conjugates with lipophilic compds., analogs 30034 9-61-5D, 
conjugates with lipophilic compds., analogs 30034 9-62-6D, conjugates 
with lipophilic compds., analogs 30034 9-63-7D, conjugates with 
lipophilic compds., analogs 30034 9-64-8D, conjugates with lipophilic 
compds., analogs 30034 9-65-9D, conjugates with lipophilic compds., 
analogs 30034 9-66-OD, conjugates with lipophilic compds., analogs 
300349-67-1D, conjugates with lipophilic compds., analogs 30034 9-68-2D, 
conjugates with lipophilic compds., analogs 30034 9-69-3D, conjugates 
with lipophilic compds., analogs 30034 9-70- 6D, conjugates with 
lipophilic compds., analogs 30034 9-7 1-7D, conjugates with lipophilic 
compds., analogs 30034 9-72-8D, conjugates with lipophilic compds., 
analogs 300349-73-9D, conjugates with lipophilic compds., .analogs 
30034 9-74-0D, conjugates with lipophilic compds,, analogs 30034 9-75-1D, 
conjugates with lipophilic compds., analogs 30034 9-7 6-2D, conjugates 
with lipophilic compds., analogs 300349-77-3D, conjugates with 
lipophilic compds., analogs 30034 9-78-4D, conjugates with lipophilic 
compds., analogs 30034 9-79-5D, conjugates with lipophilic compds., 
analogs 30034 9-80-8D, conjugates with lipophilic compds., analogs 
300349-81-9D, conjugates with lipophilic compds., analogs 30034 9-82-OD, 
conjugates with lipophilic compds., analogs 30034 9-83-1D, conjugates 
with lipophilic compds., analogs 30034 9-8 4-2D, conjugates with 
lipophilic compds., analogs 30034 9-85-3D, conjugates with lipophilic 
compds., analogs 30034 9-86-4D, conjugates with lipophilic compds., 
analogs 30034 9-87-5D, conjugates with lipophilic compds., analogs 
300349-88-6D, conjugates with lipophilic compds., analogs 30034 9-8 9-7D, 



Searched by Susan Hanley 305-4053 



Page 18 



YAEN 09/544,664 



conjugates with lipophilic compels., analogs 30034 9-90-0D, conjugates 
with lipophilic compds . , analogs 30034 9-91-1D, conjugates with 
lipophilic compds., analogs 30034 9-93-3D, conjugates with lipophilic 
compds . , analogs 30034 9-94-4 D, conjugates with lipophilic compds., 
analogs 

RL: BAC (Biological activity or effector, except adverse) ; BPR (Biological 
process); BSU (Biological' study, unclassified); PRP (Properties); THU 
(Therapeutic use); BIOL (Biological study); PROC (Process); USES (Uses) 
(enhancement of peptide cellular uptake 
using peptide conjugates with lipophilic compds.) 
IT 50812-37-8D, Glutathione S-transf erase, fusion proteins with 
Bcl-2, peptides binding to 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 

(enhancement of peptide cellular uptake 
using peptide conjugates with lipophilic compds.) 
IT 2321-07-5DP, Fluorescein, conjugates with peptide 

RL: BPR (Biological process) ; BSU (Biological study, unclassified) ; PRP 
(Properties); SPN (Synthetic preparation); BIOL (Biological study); PREP 
(Preparation); PROC (Process) 

(enhancement of peptide cellular uptake 
using peptide conjugates with lipophilic compds.) 
IT 30Q349-98-8DP, biotinylated, resin-bound 

RL: PRP (Properties); RCT (Reactant); SPN (Synthetic preparation); PREP 
(Preparation); RACT (Reactant or reagent) 
(enhancement of peptide cellular uptake 
using peptide conjugates with lipophilic compds.) 
IT 2082-76-0, Decanoic anhydride 

RL: RCT (Reactant); RACT (Reactant or reagent) 
(enhancement of peptide cellular uptake 
using peptide conjugates with lipophilic compds.) 
REFERENCE COUNT: 13 THERE ARE 13 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 

L21 ANSWERS/OF 4 HCAPLUS COPYRIGHT 2003 ACS 
ACCESSION NUMBER; 1998:711036 HCAPLUS 

DOCUMENT NUMBER: 130:100406 

TITLE: Reversible lipidization for the delivery of , , » 

peptide and protein drugs ^ . — - * v*v 

AUTHOR (S) : Shen, Wei-Chiang; Wang, Jeff; Shen, Daisy 

CORPORATE SOURCE: Department of Pharmaceutical Sciences, University of 

Southern California School of Pharmacy, Los Angeles, 
CA, 90033, USA 

SOURCE: Alfred Benzon Symposium (1998), 43 (Peptide and Protein 

Drug Delivery), 397-410 

CODEN: ABSYB2; ISSN: 0105-3639 
PUBLISHER: Munksgaard International Publishers Ltd. 

DOCUMENT TYPE: Journal; General Review 

LANGUAGE: English 

AB A review with 16 refs. Binding of Bowman-Birk protease inhibitor (BBI) 
and Pal -BBI to serum proteins, cellular uptake and 

processing of BBi and Pal-BBI in cultured caco-2 cells, pharmacokinetics 
and biodistribution of Pal-BBI, recovery of biol. activity of BBI from 
Pal-BBI and the site of Pal-BBI redn. are discussed. 
CC 63-0 (Pharmaceuticals) 

ST review lipidization peptide protein drug delivery 
IT Drug delivery systems 
Lipophilicity 

(reversible lipidization for the delivery of peptide and 
protein drugs) 
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IT Lipids, biological studies 

Peptides, biological studies 
Proteins, general, biological studies 

RL: BPR (Biological process); BSU {Biological study, unclassified); THU 
{Therapeutic use); BIOL (Biological study); PROC (Process); USES (Uses) 
(reversible lipidization for the delivery of peptide and 
protein drugs) 
IT 37239-97-7 

RL: BPR (Biological process); BSU (Biological study, unclassified); THU 
(Therapeutic use); BIOL (Biological study); PROC (Process); USES (Uses) 

(reversible lipidization for the delivery of peptide and 

protein drugs) 

REFERENCE COUNT: 16 THERE ARE 16 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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